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DETAILED ACTION 
Election/Restrictions 

Applicant's election of Group I, claims 1-10, in the reply filed on 12-15-09 is 
acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP § 818.03(a)). 

Claim 10 has been withdrawn from further consideration pursuant to 37 CFR 
1 .142(b) as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. Election was made without traverse in the reply filed on 12-15-09. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the Invention was patented or described In a printed publication In this or a foreign country or In public 
use or on sale In this country, more than one year prior to the date of application for patent In the United 
States. 

(e) the invention was described in (1 ) an application for patent, published under section 1 22(b), by 
another filed in the United States before the Invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed In the United States before the Invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21 (2) 
of such treaty in the English language. 

Claims 1-9 are rejected under 35 U.S.C. 102(e) as being anticipated by Fournier 
(US Patent 5,543,319). 

Fournier taught intact human chromosome 22 cloned into the chicken B-cell line 
DT40 (col. 8-1 1 ; see col. 8, Example 2; col. 9, Example 4 and col. 1 1 , Example 5, which 



discloses integration of human chromosome 1 1 into the chicken ovalbumin locus in 
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DR40 cells; col. 8, line 66, states the chromosome was intact). The chromosome is a 
"human genetic reference sequence" as in claim 1 . The human chromosome was 
integrated into the chicken ovalbumin locus, which is equivalent to "cloned into a 
dispensable region of the cell's genome" in claim 6 because the cell can survive. 

The patent office does not have the ability to determine whether the chromosome 
was integrated into a "non-expressed region of the cells" as in claim 7. Therefore, 
without evidence to the contrary, the chromosome was integrated into a "non-expressed 
region of the cells" as in claim 7 because the LIF locus comprises more "non- 
expressed" than "expressed" regions. 

Claims 8 and 9 have been included in view of the paragraph bridging pg 13-14 of 
the specification, which states: "Following recombination after introduction of the 
plasmid 14 into the host cells 1 1 , three cell types may be present. Cell type 17 
represents a hemizygote containing the integrated human genetic reference sequence 
16 and the antibiotic resistance marker 15 flanked by the two mutant LoxP sites 7 and 
8. There mav also be cells 18 homozyqotic for the human genetic reference sequence 
16. the antibiotic resistance marker 15 and the two mutant LoxP sites 7 and 8 . Finally, 
there will be a population of cells 19 that has not been 5 transformed, [underlining 
added]" The method of Fournier inherently results in some cells homozygous for the 
transgene because it is the same method used by applicants - homologous 
recombination - described by applicants as achieving homozygosicity. It is noted that 
the paragraph bridging pg 13-14 is part of Embodiment 2, which "demonstrates how the 
invention may be worked to create a di-allelic genetic reference standard" which is 
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equivalent to "diploid" in claim 8 and "a plurality of human genetic reference sequences" 
in claim 9. 

Claims 1-10 are rejected under 35 U.S.C. 102(b) as being anticipated by Kuroiwa 
(Nucleic Acids Res., 1998, Vol. 26, No. 14, pg 3447-3448). 

Kuroiwa taught a truncated human chromosome cloned into the chicken B-cell 
line DT40. The chromosome is a "human genetic reference sequence" as in claim 1 . 

The human telomeric repeat was integrated into the LIF locus at 22q12 just distal 
to the IgA, which is equivalent to "cloned into a dispensable region of the cell's genome" 
in claim 6 because the cell can survive without LIF. 

The patent office does not have the ability to determine whether the chromosome 
was integrated into a "non-expressed region of the cells" as in claim 7. Therefore, 
without evidence to the contrary, the chromosome was integrated into a "non-expressed 
region of the cells" as in claim 7 because the LIF locus comprises more "non- 
expressed" than "expressed" regions. 

Claims 8 and 9 have been included in view of the paragraph bridging pg 13-14 of 
the specification, which states: "Following recombination after introduction of the 
plasmid 14 into the host cells 1 1 , three cell types may be present. Cell type 17 
represents a hemizygote containing the integrated human genetic reference sequence 
16 and the antibiotic resistance marker 15 flanked by the two mutant LoxP sites 7 and 
8. There may also be cells 18 homozvqotic for the human genetic reference sequence 
16. the antibiotic resistance marker 15 and the two mutant LoxP sites 7 and 8 . Finally, 
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there will be a population of cells 19 that has not been 5 transformed, [underlining 
added]" The method of Kuroiwa inherently results in some cells homozygous for the 
transgene because it is the same method used by applicants - homologous 
recombination - described by applicants as achieving homozygoslclty. It is noted that 
the paragraph bridging pg 13-14 is part of Embodiment 2, which "demonstrates how the 
Invention may be worked to create a di-allelic genetic reference standard" which Is 
equivalent to "diploid" in claim 8 and "a plurality of human genetic reference sequences" 
In claim 9. 

Claim 10 has been included because the human chromosome has been 
truncated, which Is equivalent to "not a functional chromosome." 

Claim Rejections - 35 USC §112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-10 are rejected under 35 U.S.C. 112, second paragraph, as being 
Indefinite for falling to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The metes and bounds of what applicants consider a "genetic reference 
standard" or "genetic reference sequence" (claim 1 ) are unclear. The specification and 
the art at the time of filing do not define the phrases. A sequence cloned into a non- 
mammalian animal cell line is more accurately called a transfected cell line - it is 
unclear how such a product is a genetic "reference" or a genetic "standard." It cannot 
be determined what function a sequence must have to be a "genetic reference." 
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Claim 6 is indefinite because it cannot be determined which regions of a cell's 
genome are "dispensable." Pg 12, lines 30-34, teach disruption of the HMGA gene, 
which is "not strictly required for growth control in DT40 cells. This region of the DT40 
genome is thus a suitable target for insertion of the human genetic reference sequence 
4. Others may readily be found by the skilled addressee, by reference to the literature 
(see e.g. Li Y, Strahler JR, Dodgson JB. "Neither HMG-14a nor HMG-17 gene function 
is required for growth of chicken DT40 ceils or maintenance of DNasel- 
hypersensitive sites." Nucleic Acids Res. 1997 Jan 15; 25(2):283-8) or sequence 
databases. However, the claims are not limited to HMGA, HMG-14a or HMG-17. 
Clarification is required. 

Conclusion 

No claim is allowed. 



Inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Wilson who can normally be reached at the 
office on Monday through Friday from 9:30 am to 6:00 pm at 571-272-0738. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
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also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 

If attempts to reach the examiner are unsuccessful, the examiner's supervisor, 
Peter Paras, can be reached on 571-272-4517. 

The official fax number for this Group is (571 ) 273-8300. 

Michael C. Wilson 

/Michael C. Wilson/ 
Primary Patent Examiner 



